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Successful treatment of adalimumab-resistant palmoplantar
pustulosis with secukinumab: a case report
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To the Editor: Palmoplantar pustulosis (PPP) is a chronic
recalcitrant disease. Various biologics have been used to
successfully treat plaque psoriasis, but their use to treat
PPP is limited. Despite their promising effects, biologics
such as tumor necrosis factor-a (TNF-a) inhibitors may
aggravate or induce PPP. Herein, we report a patient with
PPP refractory to the TNF-a inhibitor adalimumab, but
successfully treated with the interleukin-17A (IL-17A)
inhibitor secukinumab.

In 2019, a 25-year-old, 65 kg Chinese woman with
erythema and dried pustules in palms and soles, and
nail thickening was clinically diagnosed with PPP
[Figure 1A]. The pustules occurred in 2018 and gradually
exacerbated. There was no family history of psoriasis.
Fungal tests were negative. Her previous doctors pre-
scribed her topical calcipotriol but with limited response.
Therefore, she consented for biotherapy with the expecta-
tion of recovery. We treated her with adalimumab 80 mg
on day 1, and 40 mg on day 8, and then 40 mg every week.
She responded well for the first 5 weeks of adalimumab
treatment, with alleviated pustules [Figure 1B]. However,
after 9 weeks of adalimumab treatment, her lesions
relapsed and aggravated [Figure 1C], and erythematous
and scaling lesions appeared on her thighs. Therefore,
we discontinued adalimumab and started secukinumab
300 mg on days 1, 8, 15, 22, and 29, and then once every
month. After five doses of secukinumab, the lesions on
her hands and thighs were completely cleared without
intermittent flares for more than 5 months [Figure 1D].

PPP is often recalcitrant to traditional therapies including
corticosteroids, systemic immunosuppressants, and pho-
totherapy. Psoriasis and PPP, although with different
clinical manifestations, share pathophysiological mecha-
nisms. Various approved biologics with substantial
effects in psoriasis treatment have not been indicated
for PPP treatment. On the basis of several reported
cases of successful PPP treatment with biotherapy, we
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initiated adalimumab therapy. However, after adalimu-
mab treatment, her symptoms relapsed, and new psoriatic
lesions emerged in the lower limbs. We consider that
adalimumab aggravated PPP and might have induced
psoriasis in our patient. TNF-a inhibitors may induce
PPP, which requires changing or discontinuing TNF-a
inhibitors or adding systemic treatments."”' For instance,
ustekinumab and tofacitinib have been used to treat
patients with PPP who failed to recover or were induced
by TNF-a therapy.”?! Secukinumab combined with
methotrexate showed promising effects in pyoderma
gangrenosum and pustular psoriasis induced by certoli-
. . o . [3]
zumab in ankylosing spondylitis."”’ However, to the best
of our knowledge, there is no study on the use of
secukinumab for PPP refractory to or induced by TNF-«
inhibitor.

Secukinumab is a human monoclonal antibody that
selectively binds to and inhibits IL-17A, integral to the
pathogenesis of psoriasis and PPP. A randomized
controlled trial in chronic PPP showed that secukinumab
may be effective in reducing severity, but skin clearance has
not been reported.*! Remarkably, the pustules and
psoriatic lesions induced and exacerbated by adalimumab
in our case completely disappeared after secukinumab
treatment. Based on the recognized pathogenesis of
psoriasis and PPP, we speculate two underlying mecha-
nisms for this reversal. First, TNF-«a inhibitors result in an
uncontrolled increase in type I interferons produced by
plasmacytoid dendritic cells. This may promote the
activation and maturation of conventional dendritic cells,
stimulate CD8* T cells,”! and/or induce and/or worsen
psoriatic lesions. Second, IL-17 activates keratinocytes to
produce large amounts of chemokines and recruits
neutrophils infiltrating the epidermis. Therefore, IL-17A
inhibitors may alleviate pustular lesions more potently.
Our case suggests that secukinumab may be more effective
in treating PPP than adalimumab, but its validity requires
further investigation.
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Figure 1: Palmoplantar pustulosis before and after biotherapy. (A) Dried pustules on the
erythematous background on the palms before biotherapy. (B) Alleviated pustules and
scaling on the palms after 5 weeks of adalimumab treatment. (C) Severe palmoplantar
inflammation with pustules and scaling after 9 weeks of adalimumab therapy. (D) Cleared
pustules and erythema on palms after 5 months of secukinumab treatment.
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